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Sir: 

I- We, Anita. B. Roberts and Robert J. Lechleider, Ate ftotiUors on LepUeider et aL, 
"Serine Phosphorylatioii. Qxromosomal Localization, and Ttanafonniitfi Growth 
Factar-'3 Signal Transducnoix by Human hsp-r, ^-^"^al Bioloeieal Chemigtrv . 
271:17617-17620 (1996) ("Leehleider et al/'). 

2. By 1998,weandofheTsin1faeaztfaelievedtiiai:ihephosphoiy]atedraoleculBBdetectcd 
by Lecbleider et al. and Yiogling et al. "MammaHan dwatfin$ are phosphorylated in 
response to trmsfbtxaiitg growdi fatixa p and are implicated in eomxol of cfctl 
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grPWth''> Prec.Na.a. Acad.ild-. 93:8940-8944 (Aug. 1996). were notphospiorylated 
but rather other pht^sphotylstted jSmad molecules fbr the fbUovmg reasons. 

3 . When Lechleider et al- and Ymgling et a1 . were published in 1996 researchers in the 
field had not yet identified Snaads other than Smad-1. Therefore, itx 1996 we 
concluded ttiat the antibodies ^at wc -were t&sing, which were raised ag^dnst a Smad- 1 
fusion protein were Smad-1 specific and were dBtectcd^ a pho^pliotylated Smad-l. 
tlius, we reported in Lcchleider ct al. that Smad-1 wai phosphoiylsted in respoxise 
to TGF-p, We now conclude that molecules other than Smad- 1 were phosphorylated 
in tibat a55ay» 

4- Subsequent to flxe pubUcadon of Lechleider ct aL and Ylngling et al., other Smads 
were identified and found to have si^oaficaQt regions of homology with Smad-l. 
ThoBc in this art came to appreciate that the antibodies used in the experiments 
repotted in Lechleider et al. and Yingling et al. were not specific fbr Sznad-1 due to 
their cross reactivity with the other homologous $mads. 

5. Between 1996 and 1998 additional experiments investigating Ae role of the various 
Smads in signaling pathways demonstrated that the phosphorylation of the Smads*!^ 
2,3 andS were pa&wayre$trictedyi,e., Sinad-2 and Smad^S were phosphorylated and 
translocated to the nucleus after stimulation with TGF-P and Smad-1 and Smod 5 
were phosphorylated and translocated after stimulation wiihBMPs* (See e.g., Heldin 
et al., Nature, 390r465^7 1(1997) page 466, right col, last paragraph through 
page 467, [eft col.) 
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Thm by 1998> we and others in iiie art believed that the phosphorylated molecules 
drtecteii by Lechleidet et al. and Yingling et al, were likely not phosphorylated 
Smad-l but rather other phosphofyktcd Sniad molecules. 

We hereby declare that all statements made herein of my own knowledge m tni* aud 
that all statements made on infonnatioiL and belief are believed to be true; and iiuflier 
that these statemcats were made tioihtbe knowledge QkfltwiUfu] false statements and 
the like so made arc punishable by fine or imprisonment, or bath., Uttdtr section. 100 1 
of Title Ig of the United State Code and diat such wUlfiil false statements may 
jeopardize file validity of the application or any natent issued thereon* 
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IS "buk* D«pam«nt<^Genid.,. D«fc* Univenit, M«lic«lCemeT 

£™r£^S'fw=rc*.ea J<m^^ 26. 1998 3„5. 27710; Fax: 9i9 «l-9.93;E.«,fl= 

Contract gr,mM»n«nKHlBl,Cona.cig™tn«n|btnH^^^^ W COPYRir^HT LAW vTITLE 1/ U. '-CD-) 

Ci.^ H«nan M«t-rion. Mutation in B«/ # 1 64 (1997) Onlme 

» U an cadotheUal cell type 1 receptor fox the TGF-P supetfanuW of t^^^^ 
of ALK-1. we taidated a n^mation analy* specifically targetmg Ae first f°"-°J'«^^^ ij^^tified. Thn« frame,Wft mut.no« were 

„uafenalara.«ltrai«membrar«domaii»areal«>presentm^^^^ 

ate thus cks»ict,uU allele.. Three ne*missei«emutattoitf «nthm the exowe^^^^^ „u«tiot« may disrupt intra- oi inter-molecular 

d^scn'ed ntis^nse rt^utatioru. are located at or near highly 2'^l^^:Zl^:rJ, .^6 subtle changes in the ALK-l antino acid 

disulfide bridge, required for ligar.d binding. Tt^e --^-'IJ?' '"^eno^^ © 1998 Wiley-Liss. Inc. 
sequence can lead M receptor dysfunction and resuhm the HHT disease phenotype 



